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Claims 113-119 are pending, 
prejudice to pursue the subj 
application and the 
into claim 113, Claim 118 
are added. No claim 
applicants respectfully 
Upon entry, claims 113 , 
examination. 



claim 114 has been canceled without 
set matters in a future continuation 
subject matter incorporated 
s withdrawn and new claims 120-126 
adds new matter , Accordingly, 
the entry of this Amendment, 
to 12 6 are pending and under 



corresj ponding 



amendment 
request 



1L5 



addressed 



prosecution 



ba ses 



Examiner's comments are 
entire course of the 
have articulated several 
rejection and have supplied 
Although the ensuing remarks 
all rejections, Applicants 
rely on all previous position? 



Rejections Under § 112 



114 



1. The rejection of claiiH 
amendments cancelling claim 
113. 

It is 
withdrawn. 



2. Claims 113, 115-117 and 
being described in the 



RECEIVED 
CENTRAL FAX CENTER 

AUG 0 7 2207 



REMARKS 



in sequence below. During the 
of this application, Applicants 
for withdrawing the prior art 
evidence to support these positions,. 

are believed sufficient to overcome 
retain the intent and the right to 
for the purpose of appeal. 



114 is mooted in view of the 
. and incorporating it into claim 



respectfully requested that this rejection be 



M9 are rejected for not adequately 
and for not being enabled 



specification 
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by the disclosure therein 
that the tumor- targeted 



bactoria 



Claim 113 has been amended to recite 
is a Salmonella msbB" mutant. 



Although not in agreement 
respectfully submit that thp 
overcomes these rejections. 



Rejection Over the Combinatio 

Examiner's comments are responded 



n of Low in view of Schaohter 
to below: 



1, The Prior Art Does Not 

Examiner states : 
Applicants go on to argue 
single piece of evidence 
recognized equivalents of 
argue that there is no 
cisplatin with the tumor- 



Teach Every Claim Limitation 



that 



In response, the test for 
features of a secondary 
into the structure of the pr 
claimed invention must be 
of the references. Rather, 
teachings of the references 
ordinary skill in the art. 
USPQ B71 (CCPA 1981) . 



Response : 

To establish prima facie obviiusnes 
the claim limitations must be 
art, MPEP ' § 2143,03. 



_ » 03 . ( Empha si 

submitted that Examiner has yet 
each and every claim limit^t 
required. MPEP § 706.02 (j) 
Rejection (indicating that 



with the rejection, Applicants 
foregoing amendment of claim 113 



the t 

iFsr- 
suggestion 
targeted 



the Office has not provided a 
tumor- targeted bacteria are art- 
a and or GM-CSP, Applicants also 
to specifically combine the 
bacteria. 



obviousness is not whether the 
may be bodily incorporated 
.mary reference; nor is it that the 
suggested in any one or all 
the test is what the combined 
would . have suggested to those of 
In re Keller, 642 F.2d 413, 208 



reference 



expressly 



b of a claimed invention, all 
taught or suggested by the prior 
'.e added) . it is respectfully 
to .specifically articulate how 
ion is taught or suggested as 
Contents of a 3 5 U,s.c. 103 
response must include showing 



PAGE 10/18 * RCVD AT 8/712007 1 1 :40:21 AM [Eastern Daylight Time] * SVR:USPTO-EFXRF-1/20 * DNIS:27383Q0 * CSID:7183578615 1 DURATION (mm-ss):05-18" 



Best Available Copy 

08/07/2007 11:26 7183578G15 



LAW OFFICE OF ALBERT 



PAGE 11/18 



Applicants ; 
U.S. Serial No.j 
Piled , 
Page 



Ivan C» 
10/738, 
December 

7 



cikg and Li mou Zheng 
3 

16, 2003 



4 23 



" (C) the proposed modif icat 
necessary to arrive at the 
not yet been supplied by the 



ion 



of the applied reference { s ) 
(jrlaimed subject matter,..). This has 
rejection. 



issue 



any 



Examiner argues that the 
is expressly suggested in 
is irrelevant to the issue 
is that there has not been 
that bridges Low's modif ication 
specific claim limitations . 
the references need not ,be 
must be. For example, 
that attenuated tumor- 
interchangeable equivalents . 
behind her rationale, if 
Low/Schachter to the specific 



Examiner 
-targeted 



is not whether claimed invention 
one or all of the references. This 
Ln Applicants' comments. The issue 
a specific line of legal reasoning 
by Schachter to arrive at the 
In other words, the disclosure by 
ixplicit, but Examiner's explanation 
states that she does not suggest 
Salmonella and cytokines are 
Yet this must be in part what is 
not, how does Examiner get from 
claim limitations. 



incunbent 



Examiner has adopted a gen 
rejection that ignores the 
the combined references teaclft 
re j ected claims . It is 
how persons of ordinary skil], 
combine these references to 
each recited limitation w 
'success, MPEP § 706. 02 (j). 
Rejection. 



According to Examiner's comments 
Salmonella and cytokines ar 
Nor do the references 
only cisplatin with attenuat 
how do the references suggest 
limitations in the rejected claims? 



In the course of this 
required to establish a prima 
yet been appeared in the 
that this is because the gape 
Schachter ^re far too great 



isralized approach in issuing this 
2ore requirement of explaining how 
or Biiggeet each limitation in the 
upon the Examiner to explain 
in the art would actually know to 
arrive at the method comprising of 
th a reasonable expectation of 
Contents of a 35 U.S.C. 103 



the attenuated tumor- targeted 
not art-recognized equivalents, 
have to suggest combining 
id tumor- targeted Salmonella. Then 
the specific combination of the 



specifically 



prose cut ion 



redord 



the specific modifications 
facie case under 103 (a) (a) has not 
It is respectfully submitted 
between the teachings of Low and 
to arrive at the specific claim 
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limitations . In other wordk 
on the record because it cannot 
to longstanding PTO guidelines 



Accordingly, the rejection 
be withdrawn. 



under § 103 <a) is improper and should 



The Rationale Supporting 
and no More 



Examiner states t 
Schachter et al., furthe£ 
illustrating it was within 
routine chemo the rapeut ic 
biotherapy in treating solid 



the 



supplemented Low et. al f by 
level of the skilled to combine a 
ifegimen with a newly developed 
tumors such as melanoma. 



...the test is what the 
would have suggested to 
See In re Keller, 642 F,2t. 
Here, the Office does hot 
is an equivalent of cytokine^ 
Schachter at al is relied 
coitibini ng a new thera pet 



combined 



conventional one , in a 
uses only one drug/one type 
regimen , combining- a 



developed cytokine . 
routine. 



oh emo tAe rap y 



Response t 
As the Federal Circuit said 
has long been held not to 
incentive does not wake 
the existence of techniques 
carried ' ~ " ~ ~ 



out . m 
(Fed. Cir. 1988) ) . 



re O'Fairrell 



It is respectfully submitted 
the nature of the rationale 



the required nexus cannot be put 
be properly formulated according 
relating to 103 (a) . 



ANTRAL FAX CENTER 

AUG 0 7 2C07 



the Rejection is "Obvious to Try" 



teachings of the references 
of ordinary skill i n the art. 
413, 208 USPQ 871 (CCPA 1981). 
that the attenuated bacteria 
s use by Schachter et al, rather, 
on for a general desiraJbili ty of 



those 



suggest 



tic regimen with an 



clinical 



existing - 



setting, the skilled rarely 
Df therapy in a cancer therapeutic 
with radiotherapy or net 



wly 



bacteria, gene therapy ig often the 



In ire Farrell, " [ojbvious to try 0 
constitute obviousness. A general 
obvious a particular result, nor does 



by whi ch those efforts can he 
7 USPQ2d 1673, 1.680-81 



that Farrell precisely describes 
underlying the instant rejection. In 
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Examiner's own words, schaijihter is relied on for 
desirability to try new 



combinations of anti-cancer agents. 



The fact that the skilled 
drug/one type of therapy" i 
Examiner states in only a 
chemotherapy with radio 
bacteria, gene therapy is 
only further establishes 
relying on Schacter to find 
entirely different fields of 



theitetpy 



clinician "rarely uses only one 
b wholly irrelevant to the claims, 
general manner, that combining a 
or newly developed cytokines, 
bften t he routine . This statement 



■the general nature of Examiner's 
ways .to treat cancer by combining 
therapy . 



The rejection is based on 
which is' classic "obvious to 
rejection is improper and should 



general invitation to experiment 
\try" reasoning. Respectfully, the 
be withdrawn. 



3. Examiner's Proposed 

Principle Underlying B 
Render it Unsatisfactory 



Examiner states : 

Schachter et al supplemented 
regimen of chemotherapy conrprlising 
agent) for treating human me 
well known in the art [sic 



clinical routine since one 
combating cancer* 



in a clinical setting, the 
drug/one type of therapy 
combining' a chemotherapy wi 
cytokine, bacteria, gene 



thersipy 



Response : 

(a) According to established 
proposed modification or. c 
change the principle of 
being modified, then the 



Modification Both {a) Alters the 
jrtiaohter's Therapy and (b) Would 
|For its intended Purpose 



| Low et al by disclosing a routine 
cisplatin (a chemo therapeutic 
^ma, and establishing that it was 
a combined drug therapy had been 



lira 



single drug was insufficient for 



£ (killed [sic] rarely uses only, one 
a cancer therapeutic regimen, 
radiotherapy or newly developed 
is often the routine. 



din 
th 



examination guidelines, if the 
•ination of the prior art would 
of the prior art invention 
teachings of the references are not 



L 

onto 



opeiktion 
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sufficient to render the cU^s prima facie obvioua. MPBP § 



2143. 01, VI, citing, In re 
(CCPA 1959) (Emphasis added) 



Ratti, 270 F.2d 810, 123 USPQ 349 



The second paragraph from 
indicates that the instant 
not considering the underl 
categories of cancer therapib 
with radiotherapy or newly 
therapy is often routine." 
the art is even accurate, 
perspective is that it is 
establish a prima 
MPEP § 2143.01, VI. 



the office action cited above 
Rejection results from, inter alia, 
^ing principles of various broad 
bs, e.g., "combining a chemotherapy 
(developed cytokine, bacteria, gene 
'Whether or not this assessment of 
what ie clear from patent law 
jot a proper line of reasoning to 
Jfacie case of obviousness. 



This disregard for underlying j 
rejection, Schachter's me 
immunomodulating the immunj 
chemotherapy, respectively, 
p. 157 col. i h Schachter 
somewhat effective in co 
■ hampered by severe toxicity 
What is clear is that 
that is likely to be damaged 
toxicity and/ or immune 



tftiod 



Schachter 



challenges 



In order for the instant re 
attenuated tumor- targeted 
for the cytokines as 
There is no evidence of 
hypothesis. There is no 
Salmonella provide ant i- tumor 
the immune system. 



Schachter 



evidence 



In sum, there is rio basis to 
skill in the art believe 
Salmonella work by a similar 
addition, Examiner has 
Schachter's cytokines as 



asseifced 
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1 is based on priming and 
system before and after the 
jee schachter, p. 156, col 1, and 
xjotes that IL-2 had been shown to 
mfljjination with IPN^alpha but was 
schachter, p. 156, top col. 2. 
seeks to boost the immune system 
jby chemotherapy, and avoid further 



jection 



Salmonella 



to be proper, inter alia, the 
would have to substitute 
■s immune primer and modulator. 
Uhis practice or any supporting 
that attenuated tumor- targeted 
jeffects that are based on boosting 



j conclude that persons of ordinary 
that attenuated tumor -targe ted 
| principle as do cytokines. In 
jted that she does not consider 
xjuivalents to attenuated tumor- 
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Therefore 



targeted Salmonella . 
proposed modification of iJow 
dramatically alter the princik>l 



It is respectfully suggestfd 
withdrawn. 



(b) In addition, if the propb 
prior art invention being 
intended purpose, then there 



make the proposed modif icaticfn 
Gordon, 733 F.2d 900, 221 U^tPQ 
added) . 



Schacht ler 



wouJid 



Examiner asserts that 
regimen "establishes" that 
drug is Insufficient . it 
Schaohter that suggests using 
chemo the r apy regimen 
insufficient. The 
Examiner's proposed modif ica 
omitting the additional 
method unsuitable (i.e., insu 
This violates the rule 
§ 2143, 01, V, 



cctmbined 



muElt 



Further, against this 
Applicants have proceeded 
eliminating three chetnotherap 
to be strong evidence of 



On this basis , it is respect 
be withdrawn. 



4. The Claimed Invention Ma 

is Closer Than That Applibd 
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with Schachter's methodology would 
e underlying Schachter's method. 



that the instant rejection be 



sed modification would render the 
modified unsatisfactory for its 
is no suggestion or motivation to 



MPEP § 2143. 01, V, citing, in re 
1125 (Fed. Cir. 1984) (Emphasis 



's combined cytokine -chemo therapy 
therapy is since one single 
follow that any modification of- 
only one of the four drugs in his 
in Examiner ' s words , be 
unavoiPdable conclusion here is that 



j:ion of using only cisplatin and 
drugs, would render Schachter's 
tficient) for his intended purpose . 
of Tn re Gordon and MPEP 



background 



it is indisputable that 
bontrary to accepted wisdom by 
r agents. This has long been held 

S. MPEP § 2145. 



nonot Viousnes; 



fully suggested that the rejection 



Be Compared With Prior Art That 
By Examiner - MPEP 716, 02(e) 
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tie 



Examiner States : 

The applicant argues that tiey have shown a synergism between 
attenuated Salmonella and Cibplatin or Cytoxan, which- cannot be 
predicted by the combined teachings in view of the results of 
mitomycin C in figure 39. 

In response, it is noted mi 
an efect [sic] compared to 
expect this would change w; 
to the synergistic efect 
drug with a particular strajjk 
the claims should limited to 
determined, "whether the 
unexpectedly improved result 
prior art, the "objective 
commensurate in scope with 
offered to support . " IN OTHE^ 
RESULTS MUST BE REVIEWED TO 
ENTIRE CLAIMED RANGE. 



C alone does not have much of 
control, and thus, one would not 
combined with the Salmonella. As 
it was achieved by a particular 
of Salmonella, thus the scope of 
the bacteria strain. The court has 
icted results are the result of 
or a property not taught by the 
idence of nonobviousness must be 
the claims which the evidence is 
WORDS, THE SHOWING OP UNEXPECTED 
SEE IF THE RESULTS OCCUR OVER THE 



Esi.h 



uncpcpe 



ii 

ejv 



Response ; 

As set forth in MPEP § 715 
claimed invention with prior 
the invention than the prior 
In re Holladay, 584 F. 2d 384, 
number > 217 USPQ 26S (Bd, App 



i 

it must first be clarified 
demonstrable between attenua 
cytoxaji or cisplatin, it 
Applicants are arguing 
Applicants are merely drawing 
39-41 to illustrate that 
unpredictability when 
tumor- targeted Salmonella 
either mitomycin (NO effect) 
This comparison is 
than the generalized motiva 



thezle 



compai ing 
alone 



02(e) "Applicants may compare the 
krt that is more closely related to 
art relied upon by the examiner. « 
199 USPQ 516 (CCPA 1978) ;> Ex parte 
1961) . 



that although a synergism was 
.ted tumor- targeted Salmonella and 
joes not necessarily follow that 



ur (expected and superior results, * 
attention to their data in figures 
exist in the art some degree of 
the efficacy of attenuated 
or in combination with one of 
to that of cisplatin and Cytoxan, 
scientifidklly far closer and more relevant 
thion Examiner extracts from the 
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combined disclosures of 
comparisons are explicitly 
715. 02(e). 



rjbw and Schachter, Further, such 
; authorised pursuant to MPEP § 



The data illustrated in Figujh 
mitomycin alone provided li 
control saline in restricting 
demonstrated with cisplatit 
administered in the 
Salmonella * Importantly, 
effect of attenuated tumor - 



;e 39 demonstrate that administering 
iltle, if any, improvement over the 
tumor size. The same effect was 
or Cytoxan when individually 
of attenuated tumor- targeted 
mitomycin did not augment the 
targeted Salmonella. 



abseilce 



the 



administe tred 



When ci splat in was 
modest restriction of tumor 
saline control { See Figure 
combined with attenuated 
magnitude of reduction in tiitnor 
than with either cisplatin a 
tumor- targeted Salmonella alo: 



These results indicate 
unpredictability in the art 
expectation of success in 



If one considers the steps 
Schachter, the number of 
Low/Schachter that would be 
method cannot reasonably be 
achieving the claimed method. 



For this reason, combining 
provided the reasonable exp 
establish a prima facie case 
rejection should be withdrawn. 



on its own a demonstrable but 
size was seen in comparison to the 
41). However, when cisplatin was 
tumor- targeted Salmonella, the 
size was substantially greater 
jone at 29 daya, or with attenuated 
at 40 days. 



iAe 



that there is a degree of 
that precludes having a reasonable 
substituting one therapeutic agent. 



eguired to modify Low in view of 
unpredictable modifications of 
^ecessary to arrive at the claimed 
Expected to provide any success in 



1 Low and Schachter cannot have 
lactation of success required to 
under § 103 (a) . Accordingly the 
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C(i>NCLU3ION 



It is respectfully suggested 
the claims and the foregoing 
condition for allowance 
requested. 



anil 



if a telephone interview wou 
prosecution of the subject 
.attorney invites the Examinj 
provided below. 



be of assistance in advancing the 
a|?plication, Applicants' undersigned 
!r to telephone him at the number 



No fee is deemed necessary in 
Amendment- However, if any 
hereby given to charge the 
Account No. 50-1391. 



and Li Kou ZHENG 
, 2003 
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CENTRAL FAX CENTER 
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that in view of the amendments to 
remarks that the application is in 
that allowance is respectfully 



connection with the filing of this 
fee is required, authorization ig 
Amount of any such fee to Deposit 

Respectfully submitted, 



Albert Wai-Kit Chan, Ph.D. 
Registration No. 3 6,473 
Attorney for Applicant (s) 
Law Offices of 
Albert Wai^Kit Chan, PLLC 
World Plaza, Suite 604 
141-07 20 feh Avenue 
Whiteetone, New York 11357 
Tel: (718) 799-1000 
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